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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the application: 



or apharmaceutically acceptable derivative or prodrug thereof, wherein: 

Z 1 is nitrogen or CR 8 , Z 2 is nitrogen - or CH, and Z 3 is nitrogen or CR\ provided that when one of 

Z 1 m4 or Z 3 is nitroge n, the other of Z 1 or Z 3 is CR 8 or CR\ respectively ; 
R x is T-R 3 or L-Z-R 3 ; 

Q is selected &om -N(R 4 )-> -O-, -S-, or -CHCR 6 )-; 
R 1 is T-(RingD); 

Ring D is a 5-7 membered monocyclic ring or 8-10 membered bicyclic ring selected from aryl, 
heteroaryl, heterocyclyl or carbocyclyl, said heteroaryl or heterocyclyl ring having 1-4 ring 
heteroatoms selected from nitrogen, oxygen or sulfur, wherein each substitutable ring carbon 
of Ring D is independently substituted by oxo, T-R 5 , or V-Z-R 5 , and each substitutable ring 
nitrogen of Ring D is independently substituted by -R 4 ; 

T is a valence bond or a C1-4 alkylidene chain, wherein when Q is -CH(R 6 >, a methylene unit of 
said Cm alkylidene chain is optionally replaced by -O-, -S-, -N(R 4 )-, -CO-, -OC(0)NH-, or - 
NHCO2-; 

Z is a Cm alkylidene chain; 



L is -0-, -S-, -SO-, -SO2-, -NfR^SO*-, -S0 2 N(R 6 )-, -N(R 6 )-, -CO-, -CO2-, -N(R 6 )CO-, 
-N(R 6 )C(0)0-, -NCR^CONCR 6 )-, -Nflt^SO^CR 6 )-, -N(R 6 )N(R 6 )-, -C^NCR 6 )-, 
-OCCOJNCR 6 )-, -C(RVK -CCR^S-, -C(R 6 ) 2 SO-, -CCR^SOr, -C(R 6 ) 2 S0 2 N(R 6 )-, 



Claim 1 (Currently amended): 



A compound of foimula III: 
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-C(R 6 ) 2 N(R 6 K -CCRV^QO)-, -C^hNiR^CiOyO-, -C(R 6 )=NN(R 6 )-, -aRVN-O-, 
-C^N^NG* 6 )-, -C(R 6 )2N(R 6 )S02N(R 6 )-, or -CCR^NCR^CO^R 6 )-; 

R 2 and R 2 are independently selected from -R, -T-W-R 6 , or R 2 and R 2 ' are taken together with 
their intervening atoms to form a fused, 5-8 membered, unsaturated or partially unsaturated, 
ring having 0-3 ring heteroatoms selected from nitrogen, oxygen, or sulfur, wherein each 
substitutable ring carbon of said fused ring formed by R 2 and R 2 is independently substituted 
by halo, oxo, -CN, -NO2, -R 7 , or -V-R 6 , and each substitutable ring nitrogen of said ring 
formed by R 2 and R 2 is independently substituted by R 4 ; 

R 3 is selected from -R, -halo, -OR, -C(=0)R, -C0 2 R, -COCOR, -COCH 2 COR -N0 2 , -CN, 
-S(0)R, -S(0) 2 R, -SR, -NfR 4 )^ -CON(R 7 ) 2 , -SQzNCR 7 ^, -OC(=0)R, -N(R 7 )COR, 
-NCR^CChfC,^ aliphatic), -N(R 4 )N(R 4 >2, -C=NN(R 4 ) 2 , -C=N-OR, -N(R 7 )CON(R 7 ) 2 , 
-N(R 7 )S0 2 N(R 7 ) 2 , -NCR^SOiR, or -OC(=0)N(R 7 )2; 

each R is independently selected from hydrogen or an optionally substituted group selected from 
C1-6 aliphatic, C6-10 aryl, a heteroaryl ring having 5-10 ring atoms, or a heterocyclyl ring 
having 5-10 ring atoms; 

each R 4 is independently selected from -R 7 , -COR 7 , -C ^(optionally substituted Ci_6 aliphatic), 
-CON(R 7 )2, or-S0 2 R 7 ; 

each R 5 is independently selected from -R, halo, -OR, -C(=0)R, -C0 2 R, -COCOR, -N0 2 , -CN, 
-S(0)R, -S0 2 R, -SR, -N(R 4 ) 2 , -CON(R 4 ) 2 , -SO-NfR 4 ^, -OC(=0)R, -N(R 4 )COR, 
-NCR^CO^optionally substituted C M aliphatic), -N(R 4 )N(R 4 ) 2 , -C=NN(R 4 ) 2 , -C=N-OR, 
-N(R 4 )CON(R 4 )2, -NCR^SC^NflCk, -N(R 4 )S02R, or -OC(=0)N(R 4 ) 2 ; 

V is -O-, -S-, -SO-, -SOz-, -N(R 6 )S0 2 -, -SOzNfTl 6 )-, -N(R 6 >, -CO-, -CO2-, -N(R 6 )CO-, 
-NfR^CCOp-, -N(R*)CON(R 6 K -N^SOzNCR 6 )-, -NfR^NCR 6 )-, -C(0)N(R 6 )-, 
-OC^NCR 6 )-, -C(R 6 ) 2 0-, -C(R%S-, -CfR^SO-, -COR^SC^-, -C(R 6 ) 2 S02N(R < )-, 
-CO^NO* 6 )-, -CCR^NfR^CCO)-, -C(R 6 ) 2 N(R 6 )C(0)0-, -C(R 6 )=NN(rV, -C(R 6 )=N-0-, 
-C(R 6 ) 2 N(R 6 )N(R 6 )-, -Cfl^N^SO^fR 6 )-, or -CfR^NCR^CONfR 6 )-; 

W is -C(R 6 ) 2 0-, -C(R 6 )2S-, -C(R 6 ) 2 SO-, -QR^SOr, ■C(R 6 ) 2 S02N(R 6 >, -C(R 6 )zN(R 6 )-, -CO-, 
-CO2-, -Cflt^OCCO)-, -C(R 6 )OC(0)N(R 6 )-, -C(R 6 ) 2 N(R 6 )CO-, -C(R 6 ) 2 N(R 6 )C(0)0-, 
-CCR'O^NNCR 6 )-, -C(R 6 )=N-0-, -CCR^NfR^NCR 6 )-, -CCR^NfR^SQjNCR 6 )-, 
-CCR^NCR^CONCR 6 )-, or -CON(R 6 )-; 
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each R 6 is independently selected from hydrogen or an optionally substituted C\a aliphatic 

group, or two R 6 groups on the same nitrogen atom are taken together with the nitrogen atom 

to form a 5-6 mernbered heterocyclyl or heteroaryl ring; 
each R 7 is independently selected from hydrogen or an optionally substituted Ci-6 aliphatic 

group, or two R 7 on the same nitrogen are taken together with the nitrogen to form a 5-8 

mernbered heterocyclyl or heteroaryl ring; and 
R 8 is selected torn -R, halo, -OR, -C(=0)R, -CO2R, -COCOR, ^NCb, -CN, -S(0)R, -SO2R, -SR, 

-N(R 4 ) 2 , -CON(R 4 ) 2 , -S02N(R 4 ) 2 , -OC(=0)R, -N(R 4 )COR, -N(R 4 )C02(optionally substituted 

C,.6 aliphatic), -N(R 4 )N(R 4 ) 2 , -C=NN(R 4 ) 2 , -C=N-OR, -N^CON^, -N(R 4 )S0 2 N(R 4 )2, 

-N(R 4 )S02R 5 or -OC^CON^. 

Claim 2 (Currently amended): The compound according to claim 1, wherein Q is -N(R 4 )-, -S-, or 
-CHCR 6 )-, and said compound is of formula m% or Mb, Me, or Illd : 




Ilia IHb Hie HW 



or a pharmaceutically acceptable derivative or prodrug thereof. 

Claim 3 (Original): The compound according to claim 2, wherein said compound has one or 
more features selected from the group consisting of: 

(a) R x is hydrogen, alkyi- or dialkylamino, acetamido, or a Cm aliphatic group; 

(b) R 1 is T-(Ring D), wherein T is a valence bond or a methylene unit; 

(c) Ring D is a 5-7 mernbered monocyclic or an 8-10 mernbered bicyclic aryl or 

heteroaryl ring; and 

(d) R 2 is -R or -T-W-R 6 and R r is hydrogen, or R 2 and R 2 are taken together to form an 

optionally substituted benzo ring. 
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Claim 4 (Original): The compound according to claim 3, wherein: 

(a) R x is hydrogen, alkyl- or dialkylamino, acetamido, or a Cm aliphatic group; 

(b) R 1 is T-(Ring D), wherein T is a valence bond or a methylene unit; 

(c) Ring D is a 5-7 membered monocyclic or an 8-10 membered bicyclic aryl or 

heteroaryl ring; and 

(d) R 2 is -R or -T-W-R 6 and R 2 is hydrogen, or R 2 and R 2 ' are taken together to form an 

optionally substituted benzo ring. 

Claim 5 (Original): The compound according to claim 3, wherein said compound has one or 
more features selected from the group consisting of: 

(a) R 1 is T-(Ring D), wherein T is a valence bond, and Q is -S- or -NH-; 

(b) Ring D is a 5-6 membered monocyclic or an 8-10 membered bicyclic aryl or 

heteroaryl ring; and 

(c) R 2 is -R and R 2 is hydrogen, wherein R is selected from hydrogen, Ci-6 aliphatic, 

phenyl, a 5-6 membered heteroaryl ring, or a 5-6 membered heterocyclic ring. 

Claim 6 (Original): The compound according to claim 5, wherein: 

(a) R 1 is T-(Ring D), wherein T is a valence bond, and Q is -S- or -NH-; 

(b) Ring D is a 5-6 membered monocyclic or an 8-10 membered bicyclic aryl or 

heteroaryl ring; and 

(c) R 2 is -R and R 2 is hydrogen, wherein R is selected from hydrogen, Ci_6 aliphatic, 

phenyl, a 5-6 membered heteroaryl ring, or a 5-6 membered heterocyclic ring. 

Claim 7 (Original): The compound according to claim 5, wherein said compound has one or 
more features selected from the group consisting of: 

(a) R x is hydrogen methyl, ethyl, propyl, cyclopropyl, isopropyl, methylamino or 

acetamido; 

(b) R l is T-(Ring D), wherein T is a valence bond and Ring D is a 5-6 membered aryl or 

heteroaryl ring, wherein Ring D is optionally substituted with one to two groups 
selected from -halo, -CN, -NO2, -N(R 4 >2, optionally substituted Cue aliphatic group, 
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-OR, -C0 2 R, -CON(R 4 )2, -OCO(R 4 ) 2 , -N(R 4 )COR, -N(R 4 )S0 2 R, 
-N{R 6 )COCH 2 CH 2 N(R 4 )2 5 or -N^COCHzCHzCHzNfR 4 )^ and 
(c) R 2 is hydrogen or a substituted or unsubstituted Cue aliphatic. 

Claim 8 (Original): The compound according to claim 7, wherein: 

(a) R x is hydrogen methyl, ethyl, propyl, cyclopropyl, isopropyl, methylamino or 

acetamido; 

(b) R l is T-(Ring D), wherein T is a valence bond and Ring D is a 5-6 membered aryl or 

heteroaryl ring, wherein Ring D is optionally substituted with one to two groups 
selected from -halo, -CN, -NC^, -N(R 4 >2, optionally substituted Ci-6 aliphatic group, 
-OR, -C0 2 R, -CON(R 4 >2, -OCO(R 4 >2, -N(R 4 )COR, -N(R 4 )S0 2 R, 
-N(R 6 )COCH 2 CH 2 N(R 4 ) 2 , or -N(R 6 )COCH 2 CH 2 CH 2 N(R 4 )2; and 

(c) R 2 is hydrogen or a substituted or unsubstituted Ci_6 aliphatic. 

Claim 9 (Currently amended): A compound selected from the group consisting of: 

(17/ Indazol 6 yl) N* (5 methyl 17/pyrazol 3 yl) [l,2,1]triazine 3,5 diamin e ; 
N (4 [3 (5 Methyl l/fpymzol 3 ylamino) [l,2,4]triazin 5 yloulfanyl] phenyl) acetamido; 
[5 (3 Mothoxy benzyl) [l,2^]triazin 3 yl] (5 methyl li/pyrozol 3 yl) amin e ; 

(5 Cyclopropyl \H pyrozol 3 yl) N* pyridin 3 ylmothyl [l,2,4]triozino 3,5 diamin e ; 
(5 (Bonzothiozol - 6 - ylgulfanyl) [l,2 y 1]triazin 3 yl] (5 oyolopropyl - IH pyrozol 3 yl) amine; 
{ 4- [3 - (5 - Cyelopropyl l/fpyrozol 3 ylamino) [l,2,4]triazin 5 yloxy] phenyl) aootonitril e ; 
N [A [3 (l//Indazol - 3 - ylamino) [l,2, 4 ]triazin 5 ylamino] ph e nyl) m e thanoaulfonamid e ; 
(li/Indojaol 3 yl) [5 (thioph e n 2 ylm e thylsulfanyl) [l,2,1]tria2in 3 yl] amin e ; 

(5 Methyl - l/f - pyrazol 3 yl) pyridin 3 ylmethyl [l,2,4]triazino 3,5 diamin e ; 
[3 (Benzothiazol 6 yloulfanyl) [l,2,1]triazin - 5 - yl] (5 methyl 1/fpyrazol 3 yl) amin e ; 
(1 [5 (5 M e thyl IH pyrozol 3 ylamino) [l,2/1]triaain 3 yloxy] phenyl) no e tonitril e ; 

(5 Cyclopropyl 1// pyrozol 3 yl) N* (\H indazol 6 yl) [l,2, 4 ]triazino 3,5 diamino; 
N (4 [5 (5 Cyclopropyl IH pyrazol - 3 ylamino) [l,2,4]triazin 3 yloulfanyl] phenyl} - 
ac e tamid e ; 

(IH Indazol 3 yl) N* (IH indazol 6 yl) [l^,1]triaaino 3,5 diamine; 
(\H Indazol 3 yl) [3 (3 methoxy - ph e nylsulfanyl) [l,2,4]triazin 5 yl] amin e ; 
N 5 -(l//-Indazol-6-yl)-N 3 -(5-methyl-l^ 
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N-{4^6<5-Methyl-17/-pyrazol-3-ylamino)-p^ 

[5-(3-Methoxy-benzyl)-pynd^ 

N 3 -(5-Cyclopropyl-ltf-pyrazol-3-yl)^ 

[5-(Benzothiazol-6-ylsulfanyl)-pyrida^ 

{4-[6-(5-Cyclopropyl-l#-pyrazol-3-ylamino)-pyri^ 

N- {4-[6-(l//-Indazol-3-ylamino)-pyridazin-4-ylamino]-phenyl}-methan 

(l//-Indazol-3-yl)-[5-(tMophen-2-ylmethylsidfanyl)-pyri 

N 5 -(5-Methyl-li/-pyrazol-3-yl)^ 

[6-(Benzothiazol-6-ylsulfanyl)-pyrid^ 

{4-[5-(5-Methyl-l/7-pyrazol-3-ylam 

N 5 -(5-CyclopropyMJ/-pyrazol-3-yl)-^ 

N-{4-[5K5-Cyclopropyl-lH-pyraol-3-^^ 

N 5 -( 1 ^-lndazol-3-yl)-N 3 -(l//-indazol-6-yl)-pyridazine-3 ,5-diamine; and 
( l/f-Indazol-3 -yl)- [6-(3 -methoxy-phenylsulfanyl)-pyridazin-4-yl] -amine. 

Claim 1 0 (Original): A composition comprising a compound according to any of claims 1 -9, and 
a pharmaceutical^ acceptable carrier. 

Claim 1 1 (Original): The composition according to claim 10, further comprising an additional 
therapeutic agent. 

Claim 12 (Original): A method of inhibiting Aurora-2 or GSK-3 activity in a biological sample 
comprising the step of contacting said biological sample with a compound according to any one 
of claims 1-9. 

Claim 13 (Original): A method of inhibiting Aurora-2 activity in a patient comprising the step of 
administering to said patient a composition according to claim 10. 

Claim 14 (Original): A method of inhibiting Aurora-2 activity in a patient comprising the step of 
administering to said patient a composition according to claim 1 1 . 

Claim 15 (Original): A method of treating an Aurora-2-mediated disease, which method 
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comprises administering to a patient in need of such a treatment a therapeutically effective 
amount of a composition according to claim 1 0. 

Claim 16 (Original): The method according to claim 15, wherein said disease is selected from 
colon, breast, stomach, or ovarian cancer. 

Claim 17 (Original): The method according to claim 16, wherein said method further comprises 
administering an additional therapeutic agent. 

Claim 18 (Original): The method according to claim 17, wherein said additional therapeutic 
agent is a chemotherapeutic agent. 

Claim 19 (Original): A method of inhibiting GSK-3 activity in a patient comprising the step of 
administering to said patient a composition according to claim 10. 

Claim 20 (Original): A method of inhibiting GSK-3 activity in a patient comprising the step of 
administering to said patient a composition according to claim 1 L 

Claim 21 (Original): A method of method of treating a GSK-3 -mediated disease, which method 
comprises administering to a patient in need of such a treatment a therapeutically effective 
amount of a composition according to claim 1 0. 

Claim 22 (Original): The method according to claim 21, wherein said GSK-3-mediated disease is 
selected from diabetes, Alzheimer's disease, Huntington's Disease, Parkinson's Disease, AIDS- 
associated dementia, amyotrophic lateral sclerosis (AML), multiple sclerosis (MS), 
schizophrenia, cardiomycete hypertrophy, reperfusion/ischemia, or baldness. 

Claim 23 (Original): The method according to claim 22, wherein said GSK-3 -mediated disease is 
diabetes. 
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Claim 24 (Original): A method of enhancing glycogen synthesis or lowering blood levels of 
glucose in a patient in need thereof, which method comprises administering to said patient a 
therapeutically effective amount of a composition according to claim 10. 

Claim 25 (Original): A method of inhibiting the production of hyperphosphorylated Tau protein 
in a patient, which method comprises administering to a patient in need thereof a therapeutically 
effective amount of a composition according to claim 10. 

Claim 26 (Original): A method of inhibiting the phosphorylation of (J-catenin, which method 
comprises administering to a patient in need thereof a therapeutically effective amount of a 
composition according to claim 10. 

Applicants request entry of the above amendments, favorable consideration of the 
application, and early allowance of the pending claims. 

Respectfully submitted, 



Lisa Dixon Reg. No. 40,995 
Attorney for Applicants 

VERTEX PHARMACEUTICALS INCORPORATED 
130Waverly Street 
Cambridge, Massachusetts 02139 
Tel.: (617) 444-6396 
Fax.: (617) 444-6438 
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